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[#8*»#©$gB3 

[ft #3C 13 I * B a ©^UPKUBW-T SlBJEfttt & P05£ 
a ) mm?k. U >iMt IkBo. ^ h U ^S/> 

[ff#3C23 JEKNF- «B fWfcglSBlfi© 

[ff#3C3} I k B ntfNF- k BKSg^LT^S, 
ff#3C2fB«£©:£?5£. 

[»#3U3 hy^5/>«-feU>^a-f-r— e*< 

=Jf * h U -7iyyT>&2>. !if#3C 1 «3*®#& 
[ff#3C5] ^M#t^D^7-if©PflWT*feS, If 

#3C 1 iS*©#i£o 
[»#3C6 3 ffItf«^Df7- if©jm«s-e*a. If 

#31 1 IB*©#&. 
[ff#3C7] IicBttffl^CiitSMft?:^ 

a) nf-kb®««*jc. Rm&xMmz 

-$ttfti&S:<i>*3.'*.-hL ; fit 

b) NF - KBm^^Uiir^Z.t^ti^m. 

[ft #31 8 ] *B5MMIS#4> & <tfelo©«B Jjgilr^ 
- "7© n bT- J: 3 fcffitftASWfK: i 'J ttfflf 
StiTv^s, »#3C7iB«©#?£. 

[fflf#3C9] k Big-^^-^tfU^-^-itte^c 
*IBT»S6J:-5fcaUBa*i-CV^S. ff#3(8|Bi£©;fr 

[«#* 10] U jK- * -3tte?-#. U 

if (CAT) , 7-tV i/>f7 5t-f (ADA) , 7 
^ y n>> K^Xrfx h9>X7x^-if (neo, G 
4 18), s;t KnH»l/# , **-1? (DHFR) , b 
£*n v'-'f i>>- B h7>X7i7-B' (HP 

H) , fSy>*t- if (TK) , 0 Vi/#~ 

if (U-gal) , Rtf*v>^y ■ ?T-y ■ 

'J*i/^h5>X7i5-^ (XGPRT) *^e>**» 

fjf#3C9SB«©:£&;. 
[ft #3C 1 l ] SSWfclc fittSNF-KB JMST-fStt 

[ft #31 1 2 ] RMWMttf"?:/^ K7;i/7-*fc KT-fe 

If #3(1 iiB«©*iS. 
[ft #31 1 3 J K7/l/5=fc : 

Rl R2 LLR3 -CHO 

[5*5*. Ri tttt*©7$>«fS2£T»»J ; Lteo-f^ 
>T*fe'J ; R2 l±tt*T**6#3i- (CH2) n -CH 
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(NH3 + ) COO- (nt±l~5T? (CH2)n tt^S« 

^-^fcR^ttS©^*^^ 3 
6. »#3U 2IB^©^So 

[»#3C14] R3 tfis A'J>, a>f2/ 

J5fe*»3^6a«*iS. 8t#3l 1 3 ta«©^SSo 

10 & % ft #3C 1 3 BB«©*ffi. 

[»#3I16] K7*f K7^tK#, N-7tf^/ 
-Leu-Le u - J )VU <i i/i—JV (A c L L n 
L) , N-7tfjl/-Al a-Leu-Leu-;;i/D 
Ji/-r- )V (AcALLnL) , %.Z$s<y 
;i/jjf-;b-Le u-L e u-7x^;i/75- -T-JV (Z 
LLF) fr&ftS^&ltfftS. »#31 1 3 ©Be©* 

[»#3Cl 7] «^ffi&3ffi*£ffi 

*R^&ftS»3^6)jlli*iS, »#3U lSB«©#i*. 
CSf#3Ci 83 NF-/eB h5>^tStt-fbfcBH5t"r* 
?Y;i/X©^ft«:Waff^S#S&T**oT. I k B a 

[8IS#3C193 ^^w^^M^O-f^ (H 
IV) Tf*S, »#3C1 8fH«©*&= 

[»#3C 2 0 ] RMMMW*:/^ K7;vft KT»* 
6, »#3C1 8»«©*a5. 
30 [ff#3C2 1 3 KT^t : 

Rl R2 LLR3 -CHO 

W*, Rl ttffiKffl75>fiinfft'J : LttD-f t/ 
>"e»*J ; R2 ttffiK^*** 4 *- (CH2)n -CH 

(NH3 + ) COO- (nlil~5T' (CH2)n tt3*FR 
X^tt^©7;i/^;i'T'&S) &>tL;^L/TR3 li^ 
5 t ^->5:l^<ttS©i*7K't47^ yB»T»S. ] 5:^-r 
6, »#3C2 0ffi*©7j^= 

[ff#3C2 23 R3 A\ 75-X ^'JX O-fJ/ 

' -rvn-fi/>, 7"n';>W7i-;i/77->^p) 
40 45^e.Itfns, !f#3C2 i|B«o©*i£o 
[ff#3C2 3] 7^«li* ! N-7W, 

-5, »#3<2 iK*a>2f8t. 

[ff#3C24] ^^F7;i/ftK*\ N-7tf;i/ 
— Leu — Leu— y Jl/O'i iyf~—)l> (A c L L n 
L) , N-7i25 L ;i/-A 1 a-Le u-Le u-y;bO 
-fi/^--;U (AcALLnL) , at^'O^l/^^ri/* 
^-;i/-Leu-Leu-7i-;i/77-t-JI/ (Z 

llf) *»e>jEfc*»^&atfn*, «#3I2 ifB«t©* 

50 jS. 
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[ff#«2 5] I(cB«^n^Fy^»i 

2 6 ] RMPSMW*^ KT KT'fe 
•5 s ft#3® 2 5 SB®© E&fflJ&tt. 

2 7 ] KT^t: K#5£ : 

Rl R2 LLR3 -CHO 

Ri ttffiS©7 5>#starrs>y ; uia-fs/ 

>T?**J ; R2 tttt*-?*)*^- (CH2)n -CH 
(NH3 + ) COO- (nCil~5T' (CH2)n tt#8*K 

MM&S2 8] R3 ifi, 75— a'ijx n>fs/ 
iaf#3S3o] KT;^t: N-T-fe^;i/ 

-Leu-Leu-MU-fi/t-A (A c L L n 
L) , N-r-fe^;b-A la-Leu-Leu-;;i/D 
JV (AcALLnL) , j&tf'O ^Vl/^-^ri/^J 
M-jl/-Le u-Le u-7i-jl/77-t-;i/ (Z 
LLF) #&fc&#**e>;BKftS, ff*^2 7|B«c©E 

[*8«©*MWfc«»iii] 

[0 0 0 1] 

St o*tJl*Bo ©#»©8Mlf K: J: <E>*£¥H-?-N F - 

jeB©W«HCWt*. 

[0 0 0 2] 

mM<D&m ia^-*-y^B (nf-«b) », -7 

*;i/#--;i/x*^;k 'Jjtf#«0H (LPS) , 
n-r^>-i (I L- l) RtKEiaHtefEH-^ttCoajSH 

AttJBfttfifcffiSJS© r < *DSH©»gtc R^LT^S. 
n f - k b 14, «ofr©tf * ^©JE^tSflMbfcfcH* 

LTfc'J, l^thM^f^^ (HIV-1) tc 
**W*"C** (7— ^;HNabel) £>, Nature, 326:71 
1, 1987 ; #17 "7 V> (Kaufman) , Mol. Cell. Bio 
1., 7:3759, 1987) „ 
[0 0 0 3] NF-/tBS, tMWffffl/cB DN 

6— fcfME^B^y-T**. fiiKWlCtt, P 5 0/p 6 5 
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s. tirtt##&©*©*>^*«#J!r7'niz2'>^2fctf 
S8SRS tifcfi&ttfb K * >r > © fcftuc £ y ems *i a ^ © 
7r ^ U-© l o ©+*-:/£ 5 p50 (nfkb 

1) &t>*p 50B (NFKB 2 , p52) Sr^^S© 

U p65 (RelA) . Re 1 B, c-Re 
10 1, v-Re 1, Mi'37y3'JAx^>;^IK- 
-y-;i/(Drosophila protein Dorsal) Sr-S^f -5. £T© 
Re lBB3t*>-*-tt. Re l*BWK*>f >fcP?l*h 
5, DNAlS-&&tf-«fbS:lI*ffiPltt©3 0 0 7 , 5y 

e 1 *ywm* "Re 1^1§r#" 

[0004] nf-kB K^H-f-ftt/a^ ©WSiS!©?S 

-ffcfbtt, TNFa, 7t;i/!K-;i/-12-$'jXf-b 
-13-7tf - h (PMA) , >f >*-n>f 1 
(I L - 1) fttf>f >*-a>f *>-2 (I L-2) & 

J: oTJtfrU RelS^ftOMffi 
SNF-kB tffflMIWBf* o * y I /c B a 

*»e>SCffiS*lS. I(cBa(t p50/p65ArP- 
*tt© h 9 > XfSttfb &P65 «^©|g#tC J: *J PflS 
bT, Stn*{|t©tK / ^©^^fS:aiWf , tS. i«Bntt. 
c-RelXliRelB &-£^-r**&#*>lfi*-*-*. 
I/cBali DNAflffl k B^fiACOi^rffiNF- 
/c Brift©^?: in vitro -CjSW+S. 
[0 0 0 5] N F- k B©^^ft'fb©7#;b^-;i/X^ 
30 tM^TN F a £j£ IxBo ©&JR2fctf I /e 

Bo«e^«3S©?Sttftfflfi*{CH«LTV^. 
^7i^S/H>©WS«tCJ:y. I«BaJt4£?-#, NF 

-KB©653fa#;i/h X^fSttft-^ya— >y Mc «fc 

n) ib, Science, 259:1912, 1993) „ -&J&S*i;ktf y 
fflI/cBafflp6 5t«)^li NF-«B-DNA|S 

^nstt©«uiawia*'fe*fss-tt, £©*££fciH**Mt 

©#««:*5l**tt<&. iJft&WJfeli. NF-kB#R38 
ttia««BB»K:J:y I JcBa©5fi3SS:1|i!lffllUTV\SZ. 

40 i: &^-r„ 

[0006] NF-/c B«^7-9lfi|Stt, ^^tt^S^^ 
(x>fX) ©Jtfr. *ttJBSJS&tf»»S/av^©iai 
©^!,«t>*rt>K«fflia©?S'ffi{b, RSA^^«JtfeMLK 

js, &^^*^^cl^^)5^s;$:^t^#<©MS*^^cM^LTv^ 
So sia> *awsmsB»cj:y. i «Bay««® 
^?Sf^-fbs.^>*PI*tIS©Mm^cfesfaflJ5:*feLTv^a 
fcv^prffi<£*<-&&s*iTfe»j (dr-i/3.(Ghosh) e>, 

Nature, 344:678, 1990), — B3f6U& I ic B o 'J >»tA« 

in vivo m&im2ziz&\,^Tm&mizm&2tix<<^ 

50 (7*^>7>(Brown) Proc. Natl. Acad. Sci. U.S. 
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A., 90:2532, 1993 ; (Beg) <b , J. Mol. Cell. Bio 
1., 13:3301, 1993) „ $£^£3ilJC, *5§^li. Re 
1 I k B a £Mt £-&&©& I « B a ©'J > 

J!r< tV^o3£&30&T^S{CfiE$i'3"'5 : k©'T?2?> 

S. 

[0 0 0 7] 

b«t -5 fc-rsWH] tot, I «Ba^n 

i£«:««U -»©BMPlMt : biI#'**. 
[0 0 0 8] 

^ h U > t£ U > 7 □ t 7 - 1? T- & S £ ^ ? !1 1$ 

got, KiliBJft4fc l*B«. fcOMp^hU^:/*** 
'J>ypf7- if & r ti o fiJt##*BSflU§ -r 

*©fC3ft^ft*#tf >f >*xl^- h U ItlMf 
&c <fc y * 1 1 § z. n <=> rf n ■? r - -fe?^©fEMB % fflftt -t z> ' 

l*Ba©##tc 

a^-M ; ■€-LTNF-/cB?g'[4S:^ffi-tS^il$:^ 
[0 0 0 9] «it*{Cfe»*NF-K 

b tsttfl; tc * iifSGg^ «: ms?-r s 

t'$ot, I k B a Sr^iTfS^h U^£/>«*U > 

ilalt 70Z/3^ 
UBifflflS|*I©I k B aiC*f-f-2)7*;i/3if-;i/- 12-5 
U Xt— h- 1 3-712^- h (PMA) #m<DftfB<D 

[0 0 10] HI Mi, 7>)X/ci|l>;\>t-(DN 
F- k B^^-^fe^-f S^Pf^DNAfc^D 
-:7~fCb£:PMA#tJ17 0 Z/3^l/BM^?>©DN 
Afflt-h^^^A^t. i2(i, 70Z/3i 
fi&&tfHe L aOTtCfeft-SN F- k B ©iSffifll&tf I 
K B a©£gf£fC*f"t£ I L- 1, LPS&t>*TNF#L 

[0011] H3(t PMA*!l«ffe©7 0Z/3j(MeHC 
6WI*Bu ©^S'ffi&tfN F-/tB ©fSffi-ftKfcr-t 
Si/i'n^S KfflfPMfflEMSA (±35(Drt*)\s) 

tt, KfiT« G£$l©A*;i/) Xtt 

S/^D^**$ KTlB*ratif»«Lfe«HCffi£HjMHIPM 
AT-^as O&M©^*;!/) Lfc*BJS© , >x*#>:/ay 
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[0 0 12] i5ali, 7 0 Z / 3 MS&lCfcttS N F- 
k B ©fg'ft-ffc&tf I k B o©Scjett»Cjt*i-SPMAtCJ: 

£3§$ST*©p- hi>;b- L-7x-ji77->i'Dn^ 
^;i/>trh> (TPCK) ©tfUS Sra*"*-. H5bMc 
tt, 7 0Z/3jBMSfCfettSIL-l, LPSMPM 
A(Cek5NF— kB ©JSffi-fb^© TPCK ©flsffi 

[0013] 06te, 7 0Z/3ifflJBlCi3tfSNF-#c 

io b ©vS-ffi'ffc&tf IkB« fflgcj£ffitc*f -r * tf n u v y *J 

?-ytf}Jl>A*-b (PDTC) ©ffffl&^t. @7a 
li, HI V-LTR-Lu ctStttCfcUaijeUfcNF- 
k BfiH£«:aV*-. S>-v-#y haffi^^l^t'lffiL 
fc: (P) , PMA (7t;i/!fi-;i/-12-5'J^f- 
h-13-7tf-b) , lOng/ml; (I), A 

2 3 1 8 7Ca t ^*;77, 1 fiU ; (3),ifiCD 

3 (OKT3) , 5/ig/ml ; (28) JfiCD28 
(^/^□-T-;i/m<*9. 3) , 3/Bg/ml; (P/ 
I), I )cB(i&h7>X7i? hbfei>>-*7ha 

20 fig(CPMA + Ca ++ -r^-y 77 ; (N S) JW«*"f (0. 
1%, DM SO©*.) „ 

[0014] H7bH NF-/c B?S'ffi^\©ffi^r ©Jfflft 

<Dftm<Dm$aMeu»tomi/7 hisam (ems a) 

•t. 07clt l^r©ii?:MSlC#^fctffl I k B a 
fflU^SftSitfi^fVT'n'y ht64, BI8a 
li, PMA + Ca + M^;77 (P/D Wtfttft© I « 
B a©^fi$©iiS&^t'o 

[0 0 15] BI8 btt, NF-ie BliftltfeSTP 
CK, PDTC&tfC s AT**MS&^L;Mfc©I *B 
30 ag-ftfe**?. 09alt N"7tfil/-Le u-Le 

u -y;bn-ri/T— ;b (a c l l n l) tlllfelffllS 

©EMS ARXf IicBa'J >Mft&tf#»^©flUB «: a* 
09 bit, AcLLnLMffla^OEMSA 
&t>'N F - k BfS"f£^©flUi«:5V*\ 
[0 0 16] EI 9 ctt, iSSOAc LLnL^l^fflR 
e 1 A&t>*I k & aftftMrnbO)*? x-^ty^Uv Vft 
If5:^t 0 H10H MfifflTNFa, IL-lXttP 
MAfffii^© I/tB a7>^©a^©^^ K7;i/Tt 
KElFftft©f^ffl Sr^i - . HI 1 1 I*, NF-/cB zfU 
40 - 9 -^(Dm« ©^^ F7;i/ft FPfiStSfflffffl £ 

[0017] Hi2H ^>^;i/5f-^^^;b^-;i/-L 

e u-L e u-7x-Jl/77-t-^ (ZLLF) S.t>* 
AcLLnLfflNF-sB DNA^WI/cBu^ 
Mt-{S§®EMSAM7xX!i!>7'n'y h 

[0 0 18] #5§$ te, I « B a©7>fi?(C^#i-Sffi^ 
50 ^^Sritl&fiJc^^BSf^ffl-tSClC^ft^Tf 
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•3 u t- y - H^toftm * Mfe -t 2> z £ iz J: o T ft o z £ 

[0019] iCDNF-KBjR^H^atetttt. 

m « e>MB&ft.mm t>\ £?*n e> *i t <^ & <^ * # - x-mc 

Z-oXZOfflfflZMg. NF- k B(D&s\(DmtElt&Zf 
F-/cB£I/cBate. ««fClM»anfcBMlS^ 

[0020] #&m\t* *=£VV7i/ym-t')yJwr 

[0 0 2 1] fr<LT, #*fi8itt, M^a^T-ifSPfl 

srpujet-s^sjsa^'ts. ^©#&&> ttatt^sK 

£fte>Jfc#^E«US**©K:ft#fc^"e>f> 
=Jp a<^- h LfefiT, K^n-y-T— t?^©MilfiJ?&;^©# 

#1 k B a £#flrt£©£PI»U -tfttCfcoTN F- 
*B #«££*?"**© &#ftf"C, N F- K BfCiSitfc 

fc#T*£S. I k B a©*§5|58:«SgT!£5.fc-5K: I * B 

s & ffl v \ t -e e> L fc © & Si £ Z £ # X £ * £ 5 

[0 0 2 2] I kB a(DfrMlZ&m■t&mf&VaZm&■t 
Z>t=.^!b<D#;mm<nJ3m3•s *?*L<ttI KBai^X 
«*&-fb b N F - k B ©Ss#D £ iZ^tb 5 Z £ ifiT* £ 
So I it B a 5:^5^ h 'J U >^nf 

icBa ZftMt2>Z£tfX%Z>mffi<»fflMK7nT7- 

7 0 0 kD©#t^a->v h^aftV-^-CSS (fcf 
— bX*r4 (Vinitsky) <b, Biochemistry, 31:9421, 1 

992)„ zzizmm-tz^urxv-Mt. &®mvmm 

[0 0 2 3] #$818 tt, I/eBa ©4MBfC«#-t6ffi|« 
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*&Hjr**#sre*o"r, fttft-r^sffidJ*. nf- 

kB ©«$&*»«» ;fttfS3TOJSS:'&t?«#«:-f 
-hL; fltNF-/c B?S§ttS:ttffi^&i4:S:*tf* 
NF-«B©R«44»«tt, WHW^ilB 

^4*>©»iD© tatc^ti lyT^ftKiSinuTfeiv^ 

L<li, iHJ^&^UfctlMC*ftfc*in*-5. NF- 
<eB©H«*HtCtt, IL-l, IL-2, TN F a, 

10 [0 0 24] *«W©*iSttffla%«MSrt'efT*)*iS. 

"ffijSIMB" fctt, NF-«B©fSttftS:*ffiT**iBI 
^©^ilT-feSo ^g&4fefflfc±^*M6©«tCtt. y 
l/BM, 70Z/3, h(Jurkat)T\ C 

OS, BHK, 2 9 3, CHO, He p G 2 , MHe 
LaifflllS*«**tlS. NF-fcBfflKMMf^S 
K»J, flfi©jfflSa^^i^flai:LTffivxS^i:^T'$ 
-&= 8tiMii8&, #eB*g^^-7©lX«:2Ri:®jIJlI 

& «k e> ic u jk- 9 -jn&y-jcaas u feas^ * * - & 

I « B a ^t>*N F - k B «fc -5 tC{gfi(? 

I K Ba^t5NF-«Bfflp 

6 5 ■9-^:2=. y h©n— 5*^ ^yiHJKfe^-rs. 
[0025] mm^mmit> nf- ( b itwatzmai 

iDNA, c DN A«a5>f ^5 'J -ft3(M)* ! E h 'J ^ 

v yw&fci-M u jk- * - awtcitiie l t=. K b ^ ^ 

i>>«^n^T--lf©|§3Ei« I * BfrMfctfN F - k B 
30 ©?£<f4'ft£%fc'bU i*i*»6> I J>K-'f-?Stt©»»S: 

e»ajtevx-e»*-i. »*UjK-4t-©wfiai-eii@l»fcffl 

-gal), HIS3ft^LEU2*«iIWV-*- 

[0 0 2 6] UJi<-*-a€p?tt, NF-KBflStt-fb© 
JW«Xttia*S:tftmt-6©K:»^!T»W)e , t*i4:*«T» 

^*-T?*®w»cfflv^nav-*-©«ictt, T>t° 

{CfflVMbift-S), *»*»&V-*-©«tCtt, 7f;-»f 
7$t- if (ADA) , y 3 J/ K • tJx^jJx 
>X"7x^-1f (n e o, G4 18) , Knl»l/ 
50 *ffy& — A £ (DHFR) , tynT-fi/^-B-*^^ 
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h^>X7x5--fef (HPH) , *$*?>*i—l£ (T 

k) , ^y^-y ■ V7—y • *xtfc',i^>;i/ r-5>* 

7x5-1? (XGPRT, g p t) &t>'/3 hi/ 
(/3 - g a 1 ) Olfif^**l4. 

[0027] mm^.DN A^m^r^m^mm<Dmm.mm 

£5. ia±tf*»B©»£IK*i|ini6r;fe*^, DNA 

Cl2 jfttc^oT^bfefflte^feBWH-tSifc^T?* 
S. fate, MgClz XliRbC15:ffl^SIilt)T'§ 

tglc, xu^ hajKl/-2/a>tc«fcU^f-5ifc* 

[0 0 2 8] fc£#SCKIMB-T?S>*»&, -e4xtt#»iJ! 

it. Mmm^-nmcmmximmmmLxm^y^ 

VMil&mZ'&ZtzltolZ. i/57>7-fM40 (SV 

4 0) xtttfS/Ahrn-vtf^b^w&sJttKIMStt 1 ? 

^^^-fefflV^^-efe-S (Eukaryotic Viral 
Vectors, Cold Spring Harbor Laboratory, Gluzraan e 
d., 1982) „ 

[0029] k bus-^*— i/ 

KBB#k L < tt«IB-e* 6 «fe -5 tc U jK- * -a 
fi^f-lcatJlgLfcl /tBaMNF-icB!)f'J5(?l/tf 
KHiflJS:, iifi&xM^^^-ftfcSAbTfcJ:^ 

"M^s^^?*-" »e?«#i©»AXtt 

«StflMiflFT**n 4> 4xT v * Sffi© tr t * ;b© z. £ & v * ? . 
MtfK^JWE^J»©*3IS!«&«rtBlC'*-* 

^©jft&f&^-r -So #»iHT?fl§^*©K:»r** / < 

(n-1?>^;b^(Rosenberg) , Gene 56:12 
5, 1987), ^»4MMSl*^»^+*fc»fflpMSXN 
DfgJIK?*- (U-(Lee) RTf-f*yx (Nathans), 
J.Biol. Chem., 263:3521, 1988) &M&MMftX*$& 

MM*. 0H*.tf, ^a*-*- T7. 
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So 

[0 0 3 0] *»W©*fi!tC*W6NF-<eBfStt©* 

^©ttiiotfSr&fci&ftT^J:^. fl6©JBM»»cfe^T 

10 tt, #$Mitt, WtofolZ fctf£NF-/eB Jtte^iSttfli 

*U<tt, &!SJM«m):TNF, IL-lXttIL- 
6g*{CBB5tbTV^S. iffl^ffitt, I KBoSdjUt 
S^huy^>«-feU>^n-f-T— ^©Ra«4fc*tS:» 

m" tit. ^MSjRfS:X»il£<itoffiS:'a*"tS*6«>*«l 

tt, n f- k BBSffiIKE ©i^#fcS©IH 

20 &^ttS*#©|^#©#*L<&^#ffl£^ir63i: 

fe»fbfcSCID?^ (fcM&SCID) 3^*»W 

©*26tcj:oT*&j«ani9sii#^.&*ia. *5§w©* 

j£(Cj:oT^3ft»S$&«»W*©«K:i;k «5£tt 
#© TUBUS, B iWj&ft v ^077- StoiSffi-fbfcWat 
[0 0 3 1] *$&mte. NF-«Bh 5 ^X^'IS-ffctCM 

p«-rs'7i';b^©?S'i4'ft&iifi!s-rs^?ST'feoT> i « 

fe-SL-^i-s. "iifii5-r-5" fctt, *-r/i/;*©?Six'ffc&IH 
st* *^x^**!Uft•^■**»©v^"f^^^S:^^. nf-^b 

S^^^-f^X (HIV) 3^***1*. 
[0 0 3 2] *»«Btt, K7^ft KT'feS^D 

Rl R2 LLR3 -CHO 

(5£*, Ri ttttSfflT^^^Ilt&'J : Lttn>f2/ 

; R2 tittiST?*****- (CH2) n -CH 
(NH 3 + ) COO- (n(il~5T' (CH 2 )n 

*-*->&»<e&©te*©*teMx7S>>8T?»*. ) 

50 ^r^l-So 7^>-RMSli. ^U^iN-T-fc^W 
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-r=f- K r ;i/-r t k RBS4feR©#9 fc «, n - r -t jv - l 

e u-Le u-;;i/D-fi/t-;i/ (Ac LLnL) 
^<>^;b^^^*;i/rf>— Leu-Leu -V x.—)\j 
77-t-;i/ (ZLLF) OD^n^^a-r^-V-APIS^I 

CDK-f?- KT;i/f"*t: Rcteu N-7tf;i/-Al a-L 
e u-Le u-/;i/D>f (AcALLnL) # 

'147 5 y®?T'Sm$^T^-S^y^ K7^ft KT'fe 
■So R3 ©#SfCtt, T^ — y. AUX n-fS/X -fv 

«=b#*L<J0iV^©tt. R3 jWHf«Lfc7$ 
^ ^ KT;b^t KT&S. U < (i. KWMt 

teU /<>S/;i/^-dr$/^;i/^n;b-L e u-Le u 
z;i/77-t-Jb (ZLLF) T'&§. 
[0 0 3 3] *»i|!©ffiWftKfi. i£Sttc«fc *J XttWIHI 
fcfrtfT^* iC&A"f £ 3. £ tc «fc *J PlPT'WS 3 
MPfl«^ftte> IMRrt, ttKrt> «5^Irt> 
i&K, Xtt#W8#t6it#T?g*. m 

mwmmzmm-rzxm^i*. v^?n^7i7xi^ 

[0 0 3 4] #»iB©IE^H©#MSn«#5SSflK:Mu 

u>f >»x*-;b©*ngi£»'ia«fc#«xx-5 t /i/T?&*. 
*tt©5HJW_h©fifl:tctt, MAifclK&tKiBMffiKKS:-^ 

a, fufflavy#-fc xim%.mn*ed on) 

*%©) <SW-£**i<&. Will &b*iu fflmitffl. * 
u— hSO, ;&tWStt#:**©&g«#ffl;&tfte©^ 

[0 0 3 5] fBUDjftHUCfcWttt, #$8Hltt, I«Bi 
£ #J»f S :/ □ ^7 - 1* & S fe & © E HBffllSttT* 
s>oT, i k b « h v?*/z/Wiizv y? 

S. i©Ra*»Ktt. L < tt^^P F7Jl/ft KT* 
Rl R2 L L R3 -CHO 

DfttK Ri ttffi*©7$>««»T*S>»J ; Lttn>fJ/ 
>T?*»J ; R2 liffiKT**#5£- (CH2)n -CH 
(NH3 + ) COO- (nttl~5T* (CHz)» 
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XttS[jR«©r-n/*A'Tf*)*) 5:^L;-?-LTR3 li* 
[0 0 3 6] *?*U<«, R3 tt, 77-^, A'JX 

*»e>j&6»*»&atfns. *»w©KaHfl««»K:^ffl* 

^^KT^t Kffi«ttK©#!lCtt. N-r-fe^b- 
10 Leu-Leu-yOT^i/t-;!/ (AcLLnL) , 
N-T"fe^-;b- A la-Leu-Le u- J )\/U4 
-JV (AcALLnL) , M'^^^^^A^- 
;i/-Leu-Leu-7i-W7-t-Jl/ (Z L L 
F) #-&SftS. 8fkHW»R©*&«*SMItt, I feBa 
#»&5 0%&«*.T, «F*L<tt8 0%fe«j*.TIfi« 

[0 0 3 7] tAT©HSSM«, *»WSBillit-*rfcS: 

20 sm#^e>^iTvssftfi©^S:^;*3 l JicfflVNT : feJ; 
[0 0 3 8] 

immwn rk<Dmmm\t. Trntnotsmttf i « b « u 

•t. 9&6&VyWMt1fi. »o^©WafCSJ{fe6NF-<e 

g{C33W-5-e©a^^fJ5:^LTVNS„ ±5l^5gM 
li, in vivo X'<D IxBo'J >®?-fbtt, Rel 
30 e)*tlS:«WIS-ftS©'etti&<, I/cBa(C, dp*EhU 

[0 0 3 9] Slttffll 

N F - k B^ft-fb^© I itBa ©<g^ 

i^nf-«b vsi4-fb»T'«Bfls zmm L fe^© I k 

B a ©i|g5ttS:HI«*fc. 70Z/3 1 0 %tf S/fl&ifc 

RPMI- 1 64 OJgfifi (^^n(Gibco) BRL) 

*u^o *52. 3xio6 ©^^§bfe^fflaa5:-g■^fe' J e©2 

40 mlfoS:, 5 0 n g /m 1 -2 PM A (J/^y) , 50 
U/mlIL-1/S (^-U • V>A-fA) XI* 

ISa g/m 1 L P S (i/^v) T'«I^^^ML 
fc. H e L a ^fflflS 5:1 0%7 S/H&iftjfillf &t>* 1 % L - ^ 
^/#5>S*l3fl5UfcDMEMT»«HIU 200U/ml 
®»StMNF« (*;ai>-y>f A) T'ffliSLfe„ 

^T'^i-ZhtCioTSiM^lhU -r<?(cx^/^> 

to ^Bstfc®^ doe j^flg) fe6o»i <Dmmm^ 

(high-salt) f&mfmW.T*&MVf- Wi'J- (Baeu 
50 erie) <t>, Science, 242:540-546, 1988) „ ^Pg^© 
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±m&W. (xyc> K;i/7 • v>f *n73-ye i3,o 

OOrpm, 1 5#W»'MMIIUfc : &ffl.fcy) 5:, fx 
*#>7*n«y^ ^^tf^MZabeO^, EMBO J., 
12:201, 1983 £KI8Sftfe*ft*l&£Sfr«5/ , 7 h*ft)£ 
& (EMS A) ©Pl^fCfcS^&fJCfflVxfc. SDS-P 

AGEM'fix^>yn>vf-f yt'miz. ttffii3 0 

M lfofel 5^ lfflSDSt>^;i/iIi (i/rLl/«v 
? (Schreck, R) , J. Exp. Med., 175:1181, 1992) 
£U&L* jft»U L-T 1 2. 5 %zKy U 5 K 
$->f;i/ (;W^7-yK) T-SDS-PAGE(C#b 

[0 0 4 0] i|£*a»^a^T--f 0U*9v 
K) £JB^T, 15V/2.5mA/cm2 T- 1 B#P^ # 
>/'N"^K$r^;b5b^^ ; E^'D>TM (Immobilon TM) "7 
(0.45/tm; ?'J:K7 (Millipore)) IC^L 
fee ^n'VrOW&^OS (Ponceau S) (-fe 
(Serva)) &JB^;fe7 ^ iV/^fC^-fefC 
ioTilSiJLfeo 0.1% (v/v) Tween-2 0 (TBS 
T) . 5%Xdp>5;i/^^ Ml%BS 
A Sr^f **«iD h U **Mr«tfn?:7 W - &-Bfc 
7*n<y?U£o &^T% -?u v 9mwmWL~2 1 : 100 

?gtpT% ^.(7)~7 4 )\/& — Sri/t I /c B a I g G t&fC^lS. 
Tf l«rW>f NL/fe. TB STtpT'3 0#[B?5fc 

ffi$t£«^T 1:4 0 0 0 Kl#JRLfe#*«Rf T?, ^© 
7-f ;i/*-&-f >*a/<- h bfeo TBST(pt'30^ 
iaa»bfelfe. iffl7^;H-^ECLmi (TV 
(Amersham) ) T*#yi ltn^-y^XR7-f ;i/^IC 
l^HfcSWt3tUfc. EMSAffl{C«, lOOmM KC 
1, 2 0mM HE PES (pH7.9) , 2.5mMS/^ 
Tf-Xlz-f 0. 5mM7>y{t7x-;^f;i/X;i/* 

—;V (PMSF) , 0.2%;^f-yhP-40 (Nonide 
t P-40) , 5%-7-T =l-;i/ (Ficoll) , 2 0 ^ g B S 
A, 3 n gtfV (d 1 -dC) RZf 10,0 0 Oc. p.m. 
(±Vya7 (Cerenkov) ff-R) ©3 2 P*8IUl*« * B 

Tj-yj^u^K-Zn-y (^3BRD trfsm-t 

I-DN Att-&#©(ft|*tttt, R e 1 A(C*fL4#Mlft& 
# U * n £ ©fcffiKfSttfc «fc y SOB b fe. * 

±7?(Z)2 0^-^>^ra.K-S/3>^iC, -t7->-7°;i/&0. 5 
X T B E tfj T'^4 %i#y 7* U ^ K^"P«5C» 

7 ott'-ii^Lt. tM/tBot t^iiweis 

lilfe6XHis^tlithI(tBa (ifK;i/ 
£>, EMBO J. .IfiWCffi. : ^y^TJl (Henkel) , Cell, 
68:1121, 1992 ) £;* -77 -©Si^StC^o TO. 5 m 1 

Mitis7y& 1 \8Hk-t7 7U-x4 cl-b (7r;i/v-> 
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7) i: # v?" 'J I k B atC*fLT£D£2 

m 1 >7-9-^f*lLlfil?»tf>©4#aft I g G (-9^1/ , tufS* 
SO & I /(Ba-t7rn-7vT'77-f-f'f-ill 

(/\>>r;Kb, tufBiscso o y 2 * 

7A8iffl0.1M^Ji/>-HCl (pH2.7)T'J:< 

7M«ife. *m**i«aiihy^iK«iSic*ru'r 

J:<38*fbT. 7"D^fflMtl : 10 0fC*WL 

io sbask) o 

[0 0 4 1] ttlfe&PMATfffiJ&fcPMyiOfe (Ell 
a, U->2~9) . ^fl^ffi**© S 
DS- PAG Etc J: 'J^iL/t^ V7*7>7-f — _h 
miKBo IgG?:I^t7i7>^>7'n 
y b&frw yC-#*2/df— tf«9ttft«7*^f I g GT*_fc 
a»Jbfe. fcBJttl « B aOflHfi&aV*-. Hlbtt, N 
F — k B©DNA|g-&fSttlC*f-rSPMA©^flaS:^ 

n>hn-^e>©±«iiiiaiififfi* (u->D &t>* 

PMA&JlifflflS (l/->2~6) S:, v^«ftRi> 
20 ;\>D-*>&©NF- * Bje^'f— ^Sr-a^-T* 32 ? 
^HiDNA7'a-'7'i:^{c^>dr3./<- hLfc CteXS 

en) Cell 47 = 921-928, 1986 ) 
i/7hftgffi (EMS A) £SVMDNAMtt5:^ 
^fLfco 35«8^©7;b*D^AS:5<t". H2tt, N 
F - k B ©flSttfbfttf I k B a ©^ffilcStfi- S I L - 
1/3, LPS&tfTNF©^ffl^f 0 7 0 Z/3JBJS 
(±#3tt*#IBI©A«*;i/) X«HeLa« (T#©^ 
*;i/) &IL-1/3 (b->2~4) , LPS (U-> 
6~8) XSTNFa (l/->10~13) T*JJf£BSrlffl 
30 ®lbfef, £Sfflfl&Jftffi^3:NF- /c B-DNAS^ft 

NA^n-7*©M$:cf^^©^PPSSSI5T'^:L, IxB 

[0042] **a«7 o z/3 •7°i^-BWs^e>©ttm 

WT'ttU 9i^>7*D9 hT'I «Bi^Sl gG{C 
*tjf-©3 8K;^K*«liJSftfc (HI a, 

D „ 3tii±, *2jft*MMfifc"ettme>*i*v\ 
^©■7^;i/^f-;i/- 12-^ y 7,7^- h - 1 3 -r-fe 

•f— h (PMA) ©^in^2~57>©P^{C, I (cBali 
40 %iX%±iZfflti&fr<bmikLfc (HI a, lx->3i!4$: 
Jt4R©ri:) o iffiWJMStfMaRJStttt, 4 0^ftCS 
UfSStlfc (HI a, l/->7) . I «Ba©M^ti> ^ 
afiSlftffi%*©N F - k B - D N Ajg^flSttfflm^i: III 
^(C^EZloi'c (Ell b, l/->2 i: 3 $:J:b^©z:il) . 

i*ie>2o©35URIHI©H*BB«SSyftl>Tv^ 
s„ -iy^-xiA^y (iL-i/3) . y]K#«gS (l 

p s ) Rzy-m&mE®* « (tnf«) 7 0 z 

/3XliHe L a*BBfCfeV^T I « B ffl«^&a8«LT 

fey (@2) . itittw*tcffia-ts*fl**«Hi;fijss: 

50 m$%Lf-Z.£$:^ir1b<DT'&& a PMA, TNFaM 



(9) 
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I L - 1 j8 T?©«1 5ftmz%i£<D I jc B a #JJElCMfcJ> 
btbtotv^^ LPSJWSR7 0Z/3«IJe|-eOT« 
4MfctfiftS«»c«4>i-.6*T?K:i 5^±^^ofc 0 £ft 

e>jafl[afcw«it k: t>» e> -r, i«b« ©«'>«■*■ ft-en 

feo fffi©$f25 (^ Proc. Natl. Acad. Sci. 

U.S.A., 90:2532,1993) titM^M^ ^X^T^-if 

« ©watte «t «gga&(c, i K b « ©«^&t&&i&s© 

-BSrttSEflsttaSftfcfrofc. HfC, lKBa©399£4fc 

M^fc©T\ I /cBa(0fefc'lOfflItfh-^(«'i 
[0 0 4 3] Hffsff!|2 

I « B a ©gcfe-ft/s© » >/<»g^BB»»g<0^ffl 

7 0Z/3jfflflg£2 5 *t g/mlfflS/^n/v^S K 

^p/\dr+>-^K (CHX) tt, 7 0Z/3*M6l*-eNF 
- « B fefStt-fttS. 10|ig/mlTtt, 70Z/3 
mtS&ft'V<D*yrt99t&f&tt.9 0%&C#Uft|£ft£ = MAS 
EMS A, SDS-PAGEWf 

x^^>ya>yfoyii jQis«iic±BBi/fc3aye 

X#-3 (Howtek Scanmaster3) T??Tl<\ f-^S:V7 

bVx.r-cDZQy'rJTj ■ ■ j^-Vnyi. 2\z 

[0 0 4 4] g|3T?M:, 7 0 Z/3iMS£:S/?D'\3f+>- 
5 K (CHX) T?l«p|SI«Blbfc«, PMA-pffiJgWHHI 
IfcRKOfe. ^lflJi&ttffi4&$rN F — k BtS14{Co V^T EM 
SAtCfcy#*rLfe (±Sffl/UA) . 3c«W;b;&»P,© 

fcfPB»#N F - k B -DNASM©fiI?:^t. 4> 
*©ifflfl&lfiffi^£ I )tBai:oV^T'7iX!j!>yn-yT 
>^fcj:y^*fLfc (T#©A*;i/) . I «Bo;0 

J3ap*g-^cZ> I (cBa®fSi^t. MS££CHX£WT* 
«H!"r**» (£ffll©-rt*;i/) XtiCHXt'lWftll 
fc«PMAT?ffiJ&SISI3S*8Ufc (*«ffl^*;i/) o 
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*m& (£«©A<*;i/; +35SH^) RtfCHXftlftP 
MAJWift 0&fl!l©A*;b ; ^umu£:=£f) T*^ffi£ft 
fel/tBa ©Mfc^fcHR^n y h T-^-f - j&tttt t i/z 

*Jl/©J&MHi. £M©A'*;1/T*Se#-&o£ PMA^#& 
TT'© I k B a ©^fi&^-t. 
[0 0 4 5] 7 0Z/3iWJB£CHX , riB#ISMiyiL;fc 

NF-<eB©DNAfi-&S:88<ai8«LfceW (H 
3, ±-J3<Drt*M ls-yi) Tftt, ^SMfel/OU©! 

10 /cBa*Wlt#«ELt (T#©^*;i/) . 

iltt, I <e B a^iEft&fWEMEiatK&tttfT*), N F 
- k BfflAafcastSffifttCti^TfttftV^fcSr^UTlf^ 
So CHX«BHW6lS:PMATJW»Lfe*&, CHX© 
;f##T T* 3KK> & ft fc %> © 4: M# W" #o v ^ MBFH, 
I k B a ©ft&£$K4>£3glCN F - k BSg-£fStt©fi#§ 
*<B«)e>ft&. (H3tHi a8:J£|K©£fc) . LfrU 
CHXte. PMA^3fiT*^Sl4 0#ffeK:jie>ft* I <e B 
a©#ffi^$:Pljhbfe (H3 til a fcJfc1K©£4:) . 
Zl©Zli:«, I k B aA'NF- k BlC«fcS(E^W^©T 

20 Tzmfciz&tiliiti&t.^$fs%£.-&t&. CHX^LS 
7 0Z/3ifflfi§|*fT*I k B alC^^TU&l 3 8#©¥^ 
JHtfBiKSftfc (El 4) . 9yWtte&»ikMSii:P 

MAT?Iit* I«Ba ©^MJi^©^*^^ 
4>SB©iatt?gH»*l. 5^CfiTbfe. '©ziiite, PMA 
#1 /eBa©^i««S:2|ff©*-^-T»fiTS*fc3i: 

[0 0 4 6] N F- /c B©?g'[4-ft;lCOVNT©I k B a© 

R#t£8fel>©*tB»#Stt&, iMlia^«#i$:a^©^n 
t-T— tfPBW»*tfc«i-i 4: fc J: oTKDkLfe. 
30 U ^ * 6 «©W S~fe u > 

^nfT-" tfPfi«#M«> PMA0TNFalCJ5SL 
TNF-kB-DN AlS'&?Stt©S65l%:S6* «fc < Pflit b 
(* 1 ) = O c t - 1 Z^tiMf&D N AJBf^tSffitt* 

»&stW"f . n f - K Bssttflssiaih-rsiawfcjMRsi 

T»©6^BSi8aitatf «fc oT li^S^^IH 

aeBEtiSft&ftj&^ofe. n-fc^>, ryf-rtAy 

[0 0 4 7] 

40 [a i ] 



1 



nf-< B©js-atc^i-.g>a^©> / 'P7 : -7--gp.ag^ig©^ffi 



P h e - 
^DO)lfMh> (TPCK) 

^>^;i/^-dp^*;i/ji?— ;i/-L e u- 

Tyr-?DD>(fWh> (2LYCK) 
H L y s — 



2 0* 

1 0 
10 0 



7 0 Z/3 
2 0 

1 0 

1 0 0 
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?aa*^-;b>rh> (TLCK) 

3,4 - V9 DD'fV^V 1 ) y 
N-^yVJ }l- L-T y r - 
X^I/X^-t^U (BTEE) 
N-7t^-DL-Phe- 
U-t7f;i/XXT;i/ (APNE) 



2 0 ND 
1,0 0 0 ND 

2 0 0 2 0 0 



[0 0 4 8] Vv-itv YTkXfl o/3ms&®^vo** 

Tfrb. T N F a ( - # >y h ifflflS) XliPMA (7 10 

OZ/3) ©V*1^tljWC«M;*!l*L-fe. 

ffl^J 5: MM l> T E M S A £ ffl X N F - <e B ?£'|4 IC o »,\ 

* i C90 (/iM) , 9 o%mm&m nd, m^-f. 
*j*—*>v hTmmitmm^n^m^^m^t- a/a. 

EMBO J., 10:2247, 1992) „ ±X<D^% 
(J/i^V) tt, DMSO{C^LTiMS£:S*©jgST* 
3 oa-IBJIM&ffiUfc. EMS AtefaiBStlfeilU^ofc 
(/\>>T Cell, 68:1121, 1992)„ 

[0049] hS/;i/-Phe-^an^^;i/^h> (T 20 

pck) ©#ffl&±'ji¥iMic»s^fco mmmmm. mm, 

4fet$PK EM S A, SDS-PAGEMfi^^^^" 

>^aLhffl©iI»JT?*ofc. 70Z/3»| 
fe, F (DMSO) (C^^U^2 5 

/iM TPCKXttTLCK (SV^V) T* BttffLS L £<, 

xyhu-MemmMt* MfflDMso&Mt. in 

[0050] i5ali, NF-icB ©fiSttftfttf I «B 
a©^'lticM1-£TPCK©f|;ffl£jS1\ 2 5 /iM 30 
TPCK©#4T ( 1 «fWllf«Ba) Xtt*##T 

©;\-*;i/) x\ 7 oz/siBflSfePMA-emjewianwt* 

Lfc. J(ilfi}|l|ffi<ftS:NF-KB?SttfCaV^EMSA 

tfix^^^n'yf^ >^ (T*©A°*;b) tcj:'j^ 

^ - -r -mm h t=.m& & m v ^ -5 4: *©#£*#* * 

<*feJ>-r&©T?, #4#MWi?»*. 7;i/3fn^*^A©-w 

l J 8t U 3^© N F - s B - D N Al^ft©fiSlt m*) 40 
«Ufe56fipag»K:«J:»J^bT*6. 05 bit. 70Z/ 

3*HflfiL&tf3> h n-zwUBM! (Co) ftjcfertftiL- 

1 JS, LPS&t>*PMAfCj:5NF-A:B©?S'|4<ftfC;*<f 
tSTPCKCDffffl^t. *MSfcJW«t«CTPCK-C 
1 O^lfflffiJa-tS** (l/->6~8) , XttJMB&I L 
-1 (I) StfPMA (P) t'3 0m WLPS 
( L) Tf 6 0 #|HM!SI bfetCTPCKt'lO &RJft&i 

l/fe'(u->io~i2) , 3>hn-;i/^e>©^IBJS 
Abtii^ cu->i~4) WTPCKjiaiii (i/-> 

5~12) SNF-KBiSttfCOV^TEMSAKU:*;^ 50 



IfLfe. 05 c&, PMAlCiSN F- k B ©fS-ffiffclC 
^fSTLCKfflffl^t. 7 0Z/3ffli5:*ffii 

Xf*25/iMTPCK (U 
->2) 3gL<&25jttM TLCK (l^->3) ©^ 
-ftl^T'l O^IH^UfclftlCPMA&afoflllUfe. « 
IffiiWF-ic Bfg'fttCo^TEMS AfCj; t)##fb 
fe= H6WU tfiaftfldRfPDTC(0f^fflS:^. 100m 
MPDTCMtl l^lCS^irtSfrX&PDTC© 

*#£tt% uMa&PMA-rm^iaDwaKLfc. fiMffift 

|11«NF- K B?S'[±lCoVNTEMSA{C«J:U^b 

(±#©A*;i/) > i KBaL/^;i/t:o^ti?ix^> 

[0 0 5 1] 2 5/ttM TPCKXMMZt&M'f&t.. 
PMAiCPS^bTNF- k B?£<f4©f§#§S:P.EWL- (El 5 
a, _h:£©A°*;i/) #t>*(Cl /c B afflit'J'&PIStli 

(T*©^*^) . TPCKffl^t*IfgS (I 

ego) tt»8/«Mt'feot. 3©yn^7—l?PI»#;R 

te, 7 0 Z/3MBftX* I L- 1 PJktfL P SlCfc-SN 
F- jeBCDJSffiffc&IHiLL- (135b, \s-y6RZf 
7) , ffiCDl^®IMt'TNFa[;J;§NF-KB(Z) 
iSffi-ffc&B&lhL-fc. TPCKlt PMA, IL-1XB 
L P S7fW»Lfe*»caSfllLfc«^tt. NF-« B?g'ffi 
&»<*!&tf*ii:ttftv^, KH : ?-©3?fcS?Stt'fb«:ff' 

jh-rs^eifc^^s (H5b, u->ioa^i2) „ 

TPCKS, IL-lMTNFa^PMAi#ttPC 
K7^f V-if>f A*»e>SSl£tL"rNF - k BSrvS'S-fb-rS© 
T% ^/^St^f-*— tfC (PKC) fC#ML&frofc 
«k'PT*fe'5 (7$2*Xi?yir (Bomsztyk) »b , Cell. Regu 
1., 2:329, 1991 ; ya-U-yVh, J. Biol. Chem. , 26 
5:8339, 1990) . 3EIC, TPCKte, TNFl/t^- 

nT-T— tf©Raaf*«"C»-&TLCKti, 2 5/iMffli 
St'BN F- ac B©^-ft&PfilhT*£"f (H5 c, b- 
>3) . 1 0 0/iM-ePIltT'^fc{Ci©^«:V% (*1) . 
i©SI^W-r-#li, NF- /c B©?S'ffifb(C«I K B a 

© # > a 9 MftM ifi >&m X & Z> Z. £ Z & < L T V n 

^©-fe U >^'D'T"T — "lf 5: I /cBa^Df 
B a ^'□5 : -T--t?^e>_hSiEtC'Sg-r-5fifi©^ yrf9fM* 

Mmffi*ifiWi-%£^oz£zm<z.£izxg&^t>\ 
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it?? 2] wsewwn* (Ron *•*<?* 



^-(Fraser, J.D.)&. » o1 - Today ' 14 " 3 ' 

i 1W91-212, 1993 (U.lauf, S. 

unol., 11-191 g7 1993) , Z n\t 

H ) Immunol. Rev., 133-1// ' -agj;, 

ttila, P.S..J 13:8 61-870, 1994 ) . 

18/oa 1 < / m i • (Z8)glCD28 W 
(OKT3) . 5M/ml . 

^□-^;i/^9.3), 3 ^ s/ml : 



H/tn?' (NS) s«tT CO. i%, 

10 romega) * 
(^MHenkelJ.) 6. Nature, 365-182 185, 
<TJi rDS!!liCB2« ei,,f,l * £ *'" 

■ ^~^B 

50 ; 8 ^«^. ***** t« 
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WlSfclitttt I«Ba is<f±)WD&m*1&-fZ-&. M&M 
§5© I k B a ©tfJSM?c <b L£ (E17 c) . i®Lt 

imi&fr e> ©wan & r v * u « * * 7 7 # - 
&as*Ka-efc. -tntfi * b «©u >^-ft^!T* 

[0 0 5 9] 1^860114 

1 k b a u >^b©Kgtt*©gi?B^»&*t»T-rs 

3 CDJBf*lCSc5WK, I k B a © U >HMbtt, N 
F-/cB«ttlfLT, TifflIIWgtt<fb©£Ji«S# 

a»JT?»S. 2^-V-*y MBISS:2 5 /iM TPCK 
(^-U >#-) 3gL<te4 0 0 n g/mlC s A (-fr 
>K) t3 0m XI±10 0mM PDTC 

v) T»ii*ra, JWiaw&tcffiaufc. pma ciong/ 

ml) fttfC a*Mt;77 (1#M) tOW—tov 
h«I«DW*l»Mtt, x * * > y h J: »J ftjfe 

^PP«#0§?I k B a©&B£;^LT^£„ PMAM 

[0 0 6 0] I « B o flttfi^©%£afttt8BfefC «k »J , 
U >BWb I « B o ©m^iC#oT, 3MIHft IkBo 
K#^*<a:*£i:#if!&#fc«sofc (08 a) . fy 
£/ h * h U 4>«f T', Z.n<b2-D(DI /cBai/ J^Wl/li, 
0JM^ 7 ftT°*Mfflm%&fr <b ©#- I k B o S/ 1 
^L<&o£„ HUJ:ilc, 7#fc9#©[SlT?, 'J yjlk 

S/#^;i/!R$ci:$?L<fcofc (H8a) . 

[0061] I «Bo dWS^-t^ftff "TS U >BWb«:& 

S:jfiW"f 5 3 o T v ^ S&© 3 g©M& & 

Ml^fc : hi/;b-Phe-?on^fMh> (TPC 

k) (/\>>r;i/f>, HtriB^) , traus;>2;^*;b 
yl*-h (PDTC) 

>y?<b, J. Exp. Med., 175:1181-1194, 1992 ; -y>(S 
un, S.C.) e>, Science, 259:1912-1915, 1993) JkW 
j VU^tfVyA (CsA) tWBXlR) . 

[0 0 6 2] ■feU^^a-r'T— tflfifF*Jfe**TPC 

k t gftA&maft-fbfflTf & s p d t c mmtxmw 

I * B a©^©V*i^&%)^fclC>«gWLfe (08 
b) . ffl,J]t£ftmfflMmX--ib>>)**-7TZ-V ■ 
na-U>©Pl»4ijKT***>f^a^!KU>A (5/3. 
UA- (Schriber, S.L.), Cell, 70:365-368, 1992 ) 
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», i k b a © u >BMb&tw>»#ie£ e> 

fcHJ:-5K:Lfc (SI 8 b) . ««UCCsATfilLfc 
IMSl*ffl I k B a © U >^fckMS^T*l|j§$&£*U 2 0 # 

^*tl**l#*©MWJ©flU§»5iiT?, flgftK I k B a 

^fi(iTi:-e©^©^-r^l5: ; fo^biti:v^e)fflltt, u 

So 

[0 0 6 3] Hflgfflj5 
10 IkBb'J >BHbttN F - k B jgttfttCtta5#T?tt&^ 
I /c B a©3c5ttt#Re 1 A (p 6 5) Z 
illCfc Uffi«b&tl-2)Z:t^$tlfc©l?, I/cBaffll 

tttt-twflfilii^gejfrfb&fcfc &ti nfc 

(■«*->&, ISriBXK, 1993; XH>v h (Scott, M.L.) 

»b, Genes & Dev. ,7: 1266-1276, 1993 ; *7<i7* (Rice, 
N.R.), EMB0 J., 12:4685-4695, 1993 ; ^--V 0 (Chiao, 
P.J.) ^, Proc. Natl. Acad. Sci. U.S.A., 91:28-3 

2, 1994). I k B o U >ifc-fb»C«fc *J««t3V8l»SnS 

20 ^©kBSPfifC^-f-ST'fe^e),, ^ffi^tlfel/c 

Ba©*©«©4MWMu i©«Bltai8S:TO±* : fc©K:L 

T^w^fni^'ffi^etntc-rsT'&^e), 5fe©igjgM (i 
*»tc4*«f*ws:bfc (^>^;i/e5, mjiB^m) . mm 

I k b a &i»s-e£*te»©ffl»R:7n-5 ! -7---tf 

^5(C#4t5 7 0 0 kD©#-9-/rL- >y h^p^^V 
— AT'fcS (tf— hx^r-^fe, Biochemistry, 31:9421- 
30 9428 (1992) ). 

[00 64] N-7tf;i/-Leu-Leu-;;bD-f 
iz-t—fr (AcLLnL) li, «»?«©IMWftt©*&tf 

APfl«^jST'fe-g> 0 fot, I ieBoi7'nti/> ^ {CM 
t5AcLLnL0fM5:MUfe. lOmM KC 

5200/il(0HePesgfI (20mM, p H7. 

6) (x*e>, buSES:^) *pT*. 5 0 0Mg©assr; 
;i/|Sm^5:3 a* lfitiii^f t.m^y^-^K- h-?&z.£ 

40 K:«fc»JftSit» (I P) Srffofe. 0'CT'l 8t$fig-f > 

r n-xif-X^&taiRLTStl k B a fefflV^fe'I'iX 
^>^nyhMiCWLfe. fctRe 1 Ajfefflfti, Rel 
A©C-^fliBa^tC»LTlH«S*l.fc I >*^jKy 9 P- 
^l/mifil^fT'feofeo EJ9aT*ii, lK5 0/«g/m 
1 Ac LLn LT?4^raia«aiU PMA(10ng/ 

mi) &tfc **+<i*j-7 7 (i/iM) T'm^©^rara 

50 f:AcLLn L&tfffil©^^ K7^/ft Ktt, 
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20 



EM S A?-t^*«^^»»« 

F - « BSStW. I « B .<0 'J ^« tW »^**™ 

« HIn F- «B**~»«-****5lc+6Ctt* 

» {^"Tl l mat Vv 

^0 6 83 Re ^^r^Swf 



j^MwavxRU**** a + c) 0 

[0 0 6 9] zv.^hh^ 

l°° / UJ . ,x tt-1 (20ng/m 

MtWMM 0»btWU I . B.* 

r 0 0 7 ! 1 i;*******-*" L e u — L e 
l !! 7 l;4t-A (ZLLF) tt. I«B«© 

[0 0 7 2] 7 



30 



40 



[0 0 7 2] SMLL D ^n ? -^-* 

Sbf- ^HepG2«K2X kB-LUC 
T ( H -LUC) WKSV-LUC(10J.A 

[0 0 7 4] JSP#I 8 



50 
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CHO 

M'Ac-LLnLCHQ[:Mt^NF-/cB DN A 

2offl^fK7;i/ftK ( 1 ott7i-Jl/75->f 
#| (ZLLF) 1 otty;i/P-f^^— ;i/ (AcL 

LnL) ffi*SSFtfcJK£T*N F - ac B 

DNA*S-&Kl-3V^TW»bfc. 

[0 0 7 5] He Lai(WiBS:mjfe<Z>«S©'<^ KT;u 
f=t KRMHMSfC 5 «rlffltif«?l"t*^Xtt5fc«a©* * 

?X^T'TNFa ( 1 5 n g/m 1 ) "J? 2 O&fflM 10 

fco »?:NF-(cB DNA^£fg'[4(CO^T, « 
»»»#t&ai2/7htt3giS (EMS A) lCfcy«-#fU 
*@*fl ac B a ^A^IK;i/S, HI 2lC5V*J:-5 

[0 0 7 6] £©*&*«, AcLLnLJUtZLLF 
ti, 1 /tM~2 0 0/tMCDgSt*TNFoi|gNF-/c 

Bnstt&fflji-«#»tciasufeii:S:w , r. h&<, 

IkB o^MWtt, K7;i/ft K©#«£TTft/h 

Tf&ofc. 20 
[0 0 7 7] Ell 2©T#©J*AaStt, EMSA&tf? 

Z L L F&XfA c LL n LKol^T© I Csofcj^f „ Z 
L L F© I C50&3.4 /ttMT'S) 1 ;, A c L L n LlCol^ 
T©I Csolil2. 1 AtMT'feo^io fi£oT. SlSStt I 

nBo'j >B*ffc©«*»fc«!tafcfc, S=fc>1S3 »j * e> * i 
tk.l>nt. imafctoK i « b a\zwmi*ttrtz>z.h 

■tfli, R e 1 a^rt©««Snfc I ac B a 
[HI] Hlatt, 7 OZ/3:/l/Bj?fflJ3§ft©I ac B a 

tc>tj-tS7*;nK--n/- i 2-$ijxf-H-i 3 — y 

•fe-r- h (PMA) il©^® 1 )!^^^'^^ 
flf&^-fo Hi Mi, v)^/(SIi>A>t-fflNF 
- KBa§-& ; E^-7£'&-£"*-*32P«3RDNA8::7n- 40 
:/fCU£PMA#L3l7 0Z/3-/l/B$i»?)©DNA 
©tf- h^Jf^A&Sf = 
[B2] 7 0 Z/31BRtfHe L aiBCSWSN F 

ac B ©fSttflifttf I ac B a ©£5£'l4(C*ff & I L - 
1. LPS&tfTNF«ll(i!)#fflS:^t„ tfx;**>:7 

[HS] PMAJWSttft©7 OZ/3|M6»C33ttS I «B 
a ©^5£'(4&t>*N F — ac B ©fSttf 5 '> * D ^ 
*5K©ffffl0EMSA (i*©/**;!/) fttftfxX* 50 



[04] i/^Q^^rit^ K^fiT'^LS (£flH©>**;iO 

PMAT'jia C&flil©^*;!/) LfelMlB©* xX#>:/ 
□ v h7>#T^© I /c B a 2/ h ;* h U T'©^ft 5:^ 
IT. 

[E15]EI5al£, 7 0Z/3ffli:fe^NF-)cB 
©iS'fxft&tf I /cBa©gcStttCjl*i-6PMA»Cj:SS! 
#§T*©p- h i/JI/-L-7i-Jl/77->'i?Dnif jl/ 
>Th> (TPCK) ©«MB&jaV*\, El 5 b c te, 7 
0Z/3iWfflK:fiW* I L- 1, LPS %z.l$ P M A «fc 
5NF- /c B fflffittft^CDT P C K Oft>l S: St. 

[g|6] 7 0 Z/3iBMSfCfeWSN F- k BffltSffi-fbS. 
t>*I ac B o©3cjettf-*f"t*^P 'J VWf"*1in/JM> 
-V (PDTC) ©f^M&S-T. 

[H7] B7al£. HIV— LTR— Luc tC «fc 'J 

©t»lT?!W«Ufe: (P) , PMA (7*;i/Ji?-;i/- 1 
2-5'jXf-h-13-7tf-h) , 1 0 n g/m 
1; (I), A23 1 8 7Ca*Mt;77, ImM; 
(3) , JnCD3 (OKT3) , 5jtg/ml ; (2 
8) jSCD28 (^y ^D-^;Ui5t#:9. 3) , 3 # g/ 
ml; (P/I) , IicBal:l>7^7xi'Mfcy 

hifflfl&(CPMA + C a+MzfV 77 ; (NS) 
fcJJttlti* (0.1%, DM SO©*) . 07btt, NF- 

< Bi^^©«*©ffl«©tfu§©*ft8ca&#»£5/7 h 

(EMS A) fc^-To H7c!i, ft* ©*![%&*! 
I&lC-^xfc^© I cBttffliJ>ift5:gt'?xX?>7 

[EI8] H8ait PMA + Ca*M*;7r (P/ 
I ) MSKft© I ac B a ©flMHf©S&K8:a*-*'. H 8 b Wu 
NF-KBjfiWT*MtT*STPCK, PDTC&tfCs 
AT?ittliSS:«tfflL/fclft© I ac B a^jBSSVr. 

[g[9] g(9aii, N-7tf;i/-Leu-Leu-; 
)\sU-4i/-r- )V (AcLLnL) t©lLfe«fflEM 
S A 7£t>* I ac B a U ^SMfcZitf ^MSP-^fflf^ffl SrS*. H 
9bB, A c L L n L«Bl«i©8S[«f^© EM S A&^'N 
F-icBffiffiAfflffffl^t. S9cli IHflS© AcL 
L n LiltfflRe 1 Afttfl ac B a ©^.iStfcl^© >7 x 

[010] »ffi0TNFa, IL-lXliPMA«M 

© I ac B a SHIP'S©*!* ©<*:/*■ K7;i/ft KBaS*K 

[Ell 1] NF- ac B^O ; E-^-'v©S-<r© / ^^ K 

[EH 2] Kyi?)],** i/fi )V- L e u - L e u 
-7x-yl77-t-;i/ (ZLLF) fttfAcLLnL 
©N F — ac B DNA^RtFI ac B a t>8¥ ©«*-/£ 
S(?)EMSAM' l ?x^^>7D>v h?:S-r= 
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1 2 34 56 
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[011] [HI 2] 




(72)$SHJ!# -r^> <<y-*VT (72)#gSJ§# -f'Jvh 7;i/#l"f 

-f^.5x;vBl 90805 ^tfy-feWyS >f^5i;i/B ^rfh if-^, 

X-ft> tT-. fcT- 1691, * i^x^ hfnT^> *b'J-h 40 



This Page is Inserted by IFVV Indexing and Scanning 
Operations and is not part of the Official Record 

BEST AVAILABLE IMAGES 

Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 

□ BLACK BORDERS 

^^MAGE GUT OFF AT TOP, BOTTOM OR SIDES 

□ FADED TEXT OR DRAWING 

□ BLURRED OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 

□ LINES OR MARKS ON ORIGINAL DOCUMENT 
^2^JEFERENCE(S) OR EXHD3IT(S) SUBMITTED ARE POOR QUALITY 



□ OTHER: 



IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



